loji-3o,o\o 



=> d his 

(FILE 'HOME' ENTERED AT 11:15:10 ON 03 DEC 2004) 

FILE 'MEDLINE, EMBASE , BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 
LIFESCI' ENTERED AT 11:15:34 ON 03 DEC 2004 



T 1 

LI 


1 O C Ck Q "3 A 

izby a J4 


S 


KINASE? 


Lz 


41ooo9 


S 


SERINE OR THREONINE 


T O 

L3 


100978 


s 


LI AND L2 


T A 

Li4 


A 1 O C C 


s 


HUMAN AND L3 


L5 


/TOT A ~1 ■""> 

6819123 


s 


CLON? OR EXPRESS? OR RECOMBINANT 


.Lb 




s 


L4 AND L5 


L7 


ZoUUU / 


s 


(LUNG (A) CARCINOMA) OR PLACENTA 


T O 

Lo 


/ICC 

4 b b 


s 


L6 AND L7 


L9 


41255 


s 


HUMAN (A)L3 


t i n. 
JjXU 


/ICC 

4 bb 


s 


L8 AND L9 


TIT 
LI 1 




s 


"CHROMOSOME 13" 


T 1 1 

Liz 


<~) 

z 


s 


L10 AND Lll 


L13 


•-) 

z 


DUP REM L12 (0 DUPLICATES REMOVED) 


L14 


Z4 ID .3 


S 


L6 AND L9 


L15 


241 


DUP REM L8 (214 DUPLICATES REMOVED 






E 


WEBSTER M/AU 


L16 


831 


S 


E3 






E 


YAN C/AU 


L17 


1071 


S 


E3 






E DIFRANCESCO V/AU 


L18 


116 


S 


E3-E4 






E BEASLEY E/AU 


L19 


29 


S 


E3 


L2 0 


2020 


s 


L16 OR L17 OR L18 OR L19 


L21 


12 


s 


L4 AND L2 0 


L22 


11 


DUP REM L21 (1 DUPLICATE REMOVED) 



= > 



Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID : SSSPTA1652MXM 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * 


* * 


* * 


* 


NEWS 


1 






NEWS 


2 






NEWS 


3 


SEP 


01 


NEWS 


4 


SEP 


01 


NEWS 


5 


SEP 


01 


NEWS 


6 


SEP 


27 


NEWS 


7 


SEP 


27 


NEWS 


8 


OCT 


28 


NEWS 


9 


NOV 


18 


NEWS 


10 


NOV 


30 


NEWS 


11 


DEC 


01 



* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 

INPADOC: New family current -awareness alert (SDI) available 
New pricing for the Save Answers for SciFinder Wizard within 
STN Express with Discover! 

New display format, HITSTR, available in WPIDS/WPINDEX/WPIX 
STANDARDS will no longer be available on STN 
SWETSCAN will no longer be available on STN 
KOREAPAT now available on STN 

Current -awareness alerts, saved answer sets, and current 

search transcripts to be affected by CERAB, COMPUAB, ELCOM, 

and SOLIDSTATE reloads 

PHAR reloaded with additional data 

LISA now available on STN 



NEWS EXPRESS OCTOBER 29 CURRENT WINDOWS VERSION IS V7.01A, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6 . 0 Jc ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 11 AUGUST 2 004 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



******* stN Columbus 



FILE 'HOME' ENTERED AT 11:15:10 ON 03 DEC 2 0 04 

=> file medline embase biosis biotechds scisearch hcaplus ntis lifesci 
COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 1 MEDLINE ' ENTERED AT 11:15:34 ON 03 DEC 2004 

FILE ' EMBASE 1 ENTERED AT 11:15:34 ON 03 DEC 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 11:15:34 ON 03 DEC 2004 



Copyright (c) 2004 The Thomson Corporation. 

FILE 1 BIOTECHDS ' ENTERED AT 11:15:34 ON 03 DEC 2004 
COPYRIGHT (C) 2 004 THE THOMSON CORPORATION 

FILE 'SCISEARCH' ENTERED AT 11:15:34 ON 03 DEC 2004 
Copyright (c) 2004 The Thomson Corporation. 

FILE 'HCAPLUS' ENTERED AT 11:15:34 ON 03 DEC 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'NTIS' ENTERED AT 11:15:34 ON 03 DEC 2004 

Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material. 
All rights reserved. (2004) 

FILE ' LIFESCI' ENTERED AT 11:15:34 ON 03 DEC 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



=> s kinase? 

LI 1259834 KINASE? 

=> s serine or threonine 

L2 418869 SERINE OR THREONINE 

=> s 11 and 12 

L3 100978 LI AND L2 

=> s human and 13 

L4 412 55 HUMAN AND L3 

=> s clon? or express? or recombinant 

4 FILES SEARCHED. . . 
L5 6819123 CLON? OR EXPRESS? OR RECOMBINANT 

=> s 14 and 15 

L6 24103 L4 AND L5 

=> s (lung (a) carcinoma) or placenta 

L7 260007 (LUNG (A) CARCINOMA) OR PLACENTA 

=> s 16 and 17 

L8 455 L6 AND L7 

=> dup rem 18 

< User Break > 

= > s human ( a ) 1 3 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 1 AND 1 OPERATOR ASSUMED 'HUMAN (A) LI 9' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'HUMAN (A)L20' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'HUMAN (A)L21' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'HUMAN (A)L22 T 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED ' HUMAN (A)L23' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'HUMAN (A)L24' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 



FIELD CODE - 1 AND 1 OPERATOR ASSUMED * HUMAN (A)L25' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 1 AND 1 OPERATOR ASSUMED 'HUMAN (A)L26' 
L9 41255 HUMAN (A) L3 



=> s 18 and 19 

L10 455 L8 AND L9 

~> d his 



(FILE 'HOME' ENTERED AT 11:15:10 ON 03 DEC 2 004) 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS , NTIS, 
LIFESCI' ENTERED AT 11:15:34 ON 03 DEC 2 0 04 



LI 


1259834 


S 


KINASE? 


L2 


418869 


S 


SERINE OR THREONINE 


L3 


100978 


s 


LI AND L2 


L4 


41255 


s 


HUMAN AND L3 


L5 


6819123 


S 


CLON? OR EXPRESS? OR RECOMBINANT 


L6 


24103 


S 


L4 AND L5 


L7 


260007 


s 


(LUNG (A) CARCINOMA) OR PLACENTA 


L8 


455 


s 


L6 AND L7 


L9 


41255 


S 


HUMAN (A)L3 


L10. 


455 


S 


L8 AND L9 



=> s "chromosome 13" 

Lll 12930 "CHROMOSOME 13 

=> s 110 and 111 

L12 2 L10 AND Lll 



= > dup rem 112 

PROCESSING COMPLETED FOR L12 

L13 2 DUP REM L12 (0 DUPLICATES REMOVED) 

=> d 1-2 ibib ab 



L13 ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2 0 04 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002 : 793831 HCAPLUS 
137 :305800 

Protein, gene and cDNA sequences of a novel 
human protein kinase related to 
serine/ threonine kinase 

and their uses in drug screening 

Webster, Marion; Yan, Chunhua; Di Francesco, 

Valentina; Beasley, Ellen M. 

PE Corporation (NY) , USA 

PCT Int. Appl., 101 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2002081727 A2 20021017 WO 2002-US10156 20020402 

WO 2002081727 A3 20030710 

W: AE, AG, AL, AM, AT, AU, AZ , BA, BB , BG, BR, BY, BZ, CA, CH, CN, 

CO, CR, CU, CZ, DE, DK, DM, DZ , EC, EE, ES, FI, GB, GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ , LC, LK, LR, 

LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ , OM, PH, 

PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ , 

UA, UG, US, UZ, VN, YU, ZA, ZM, ZW 



RW: GH, GM, KE , LS , MW, MZ , SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM, AT, BE, CH, CY, DE, DK, ES , FI, FR, GB, 
GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, BJ, CF, CG, CI, CM, GA, 
GN, GQ, GW, ML, MR, NE, SN, TD, TG 
US 6500656 Bl 20021231 US 2001-873404 20010605 

CA 2443685 AA 20021017 CA 2002-2443685 20020402 

EP 1385865 A2 20040204 EP 2002-763884 20020402 

R: AT, BE, CH, DE , DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 
PRIORITY APPLN. INFO.: US 2001-824583 A 20010403 

US 2001-873404 A 20010605 

WO 2002-US10156 W 20020402 

AB The invention provides protein, cDNA and genomic sequences for a novel 
human protein kinase related to serine/ 

threonine kinase. Specifically, a virtual northern blot 
shows serine/ threonine kinase gene 
expression in lung carcinoma and 

placenta. Thirty three single nucleotide polymorphism has been 

found on serine/ threonine kinase gene that 

has been mapped to chromosome 13. The invention also 

relates to screening modulator of serine/ threonine 

kinase and use them in therapy. The invention further relates to 

methods , vector and hosts for expression of serine/ 

threonine kinase . 

LI 3 ANSWER 2 OF 2 HCAPLUS COPYRIGHT 2004 ACS on STN 
ACCESSION NUMBER: 2002:37537 HCAPLUS 

DOCUMENT NUMBER: 13 6:292162 

TITLE: RGC-32 increases p34CDC2 kinase activity and 

entry of aortic smooth muscle cells into S-phase 

AUTHOR (S) : Badea, Tudor; Niculescu, Florin; Soane, Lucian; 

Fosbrink, Matthew; Sorana, Hila; Rus, Violeta; Shin, 
Moon L . ; Rus , Horea 

CORPORATE SOURCE: Department of Pathology, University of Maryland School 

of Medicine, Baltimore, MD, 21201, USA 

SOURCE: Journal of Biological Chemistry (2002)^277(1), 

502-508 

CODEN: JBCHA3; ISSN: 0 021-9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i S h 

AB Proliferation of aortic smooth muscle cells contributes to atherogenesis 
and neointima formation. Sublytic activation of complement, particularly 
C5b-9, induces cell cycle progression in aortic smooth muscle cells. 
RGC-32 is a novel protein that may promote cell cycle progression in 
response to complement activation. We cloned human 
RGC-32 cDNA from a human fetal brain cDNA library. The 
human RGC-32 cDNA encodes a 117-amino acid protein with 92% 
similarity to the rat and mouse protein. Human RGC-32 maps to 
chromosome 13 and is expressed in most 

tissues. Sublytic complement activation enhanced RGC-32 mRNA 
expression in human aortic smooth muscle cells and 

induced nuclear translocation of the protein. RGC-32 was phys . associated 

with cyclin-dependent kinase p34CDC2 and increased the 

kinase activity in vivo and in vitro. In addition, RGC-32 was 

phosphorylated by p34CDC2 -cyclin Bl in vitro. Mutation of RGC-32 protein 

at Thr-91 prevented the p34CDC2 -mediated phosphorylation and resulted in 

loss of p34CDC2 kinase enhancing activity. Overexpression of 

RGC-32 induced quiescent aortic smooth muscle cells to enter S-phase. 

These data indicate that cell cycle activation by C5b-9 may involve 

p34CDC2 activity through RGC-32. RGC-32 appears to be a cell cycle 

regulatory factor that mediates cell proliferation, both as an activator 

and substrate of p34CDC2. 



REFERENCE COUNT: 



3 9 THERE ARE 3 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



= > d his 



(FILE 1 HOME ' ENTERED AT 11:15:10 ON 03 DEC 2004) 

FILE 'MEDLINE, EMBASE , BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS , NTIS, 
LIFESCI* ENTERED AT 11:15:34 ON 03 DEC 2004 



LI 
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KINASE? 
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418869 
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SERINE OR THREONINE 


L3 


100978 
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LI AND L2 


L4 


41255 
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HUMAN AND L3 


L5 


6819123 
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CLON? OR EXPRESS? OR RECOMBINANT 


L6 


24103 
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L4 AND L5 


L7 


260007 
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(LUNG (A) CARCINOMA) OR PLACENTA 


L8 


455 
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L6 AND L7 


L9 


41255 
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HUMAN (A)L3 


L10 


455 
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L8 AND L9 


Lll 


12930 
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"CHROMOSOME 13" 


L12 


2 


s 


L10 AND Lll 


L13 


2 


DUP REM L12 (0 DUPLICATES REMOVED) 


= > s 


16 and 19 






L14 


24103 


L6 


AND L9 



=> dup rem 18 

PROCESSING COMPLETED FOR L8 

L15 241 DUP REM L8 (214 DUPLICATES REMOVED) 



=> d 1-241 ibib 

L15 ANSWER 1 OF 
ACCESSION NUMBER: 
TITLE : 



AUTHOR : 

PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO: 
PRIORITY INFO: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE: 

L15 ANSWER 2 OF 
ACCESSION NUMBER: 
TITLE : 



241 BIOTECHDS COPYRIGHT 2 0 04 THE THOMSON CORP. on STN 
2 004-10657 BIOTECHDS 

Detecting a cancer cell in a subject sample, also related to 
cancer treatments, comprises determining the level of nucleic 
acid that is linked to map position 8q22.3 of the 
human genome or its expression product; 

protein level determination and antisense sequence for use 

in disease therapy and gene therapy 
WATTS C; SAUNDERS D; HENDERSON M; CLANCY J; HENSHALL S; 
SUTHERLAND R; O'BRIEN P 
GARVAN INST MEDICAL RES 
WO 2004022750 18 Mar 2004 
WO 2003-AU1164 5 Sep 2003 
US 2002-425218 7 Nov 2002; 
Patent 
English 

WPI: 2004-248472 [23] 



AUTHOR : 

PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO: 
PRIORITY INFO: 



AU 2002-951346 5 Sep 2002 



241 BIOTECHDS COPYRIGHT 2 0 04 THE THOMSON CORP. on STN 
2 004-124 91 BIOTECHDS 

Diagnosing lung cancer by contacting sample comprising lung 
cells from subject with probe that hybridizes to nucleic acid 
having human bromo domain testis specific gene 
product cDNA sequence and determining hybridization; 

DNA probe and vector expression in host cell for 

use in disease diagnosis 
SCANLAN M J; GURE A; OLD L J; CHEN Y; WILLIAMSON B 
LUDWIG INST CANCER RES 
US 6686147 3 Feb 2004 
US 1999-392714 9 Sep 1999 

US 1999-392714 9 Sep 1999; WO 1998-14679 15 Jul 1998 



DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE: 



Patent 
English 

WPI: 2004-223796 



[21] 



L15 ANSWER 3 OF 241 HCAPLUS COPYRIGHT 2 004 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 905934 HCAPLUS 
141:361558 

Mouse genes differentially expressed in 

liver cells during hyper insulinemia and type II 

diabetes, related human genes, and uses for 

diagnosis and protection against same 

Kopchick, John J.; Kelder, Bruce; Boyce, Keith S.; 

Kriete, Andres 

Ohio University, USA 

PCT Int. Appl . , 42 0 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2004092416 




Al 




20041028 




WO 2004- 


US10191 




20040402 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, NI, 




NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, ZW 


RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, AZ, 




BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, EE, 




ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, SI, 




SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, SN, 




TD, 


TG 




























PRIORITY APPLN. 


INFO 














US 2003- 


460415P 




P 20030407 



REFERENCE COUNT: 



US 2003-506716P P 20030930 

THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L15 ANSWER 4 OF 241 HCAPLUS COPYRIGHT 2 004 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 838610 HCAPLUS 
141 : 312238 

DNA microarray analysis of gene expression 

in the diagnosis of estrogen receptor positive- and 

negative-breast cancer 

Erlander, Mark G.; Ma, Xiao-Jim; Wang, Wei; Wittliff, 
James L. 

Arcturus Bioscience, Inc., USA 

PCT Int. Appl., 22 6 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2004079014 A2 20040916 WO 2 002 -XA2 004 006736 20040304 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI , 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 



i 



TJ, TM, 

RW; BW, GH, 

BY, KG, 

ES, FI, 

SK, TR, 

TD, TG, 

TD, TG 
WO 2004079014 

W: AE , AE , 

BG, BR, 

CU, CU, 

ES, FI, 

IS, JP, 

LK, LR, 

MZ, MZ, 

RW: BW, GH, 

BG, CH, 

MC, NL, 

GN, GQ, 

GN, GQ, 

PRIORITY APPLN. INFO, 



TN, TR, TT, TZ, UA, UG, US, UZ, VC, CN, 

GM, KE, LS, MW, MZ, SD, SL, SZ, TZ , UG, 

KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, 

FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, 

BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 

BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 

A2 20040916 WO 2004-US6736 

AG, AL, AL, AM, AM, AM, AT, AT, AU, AZ, 

BR, BW, BY, BY, BZ, BZ , CA, CH, CN, CN, 

CZ, CZ, DE, DE, DK, DK, DM, DZ, EC, EC, 

FI, GB, GD, GE, GE, GH, GM, HR, HR, HU, 

JP, KE, KE, KG, KG, KP, KP, KP, KR, KR, 

LS, LS, LT, LU, LV, MA, MD, MD, MG, MK, 
NA, NI 

GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, 

CY, CZ, DE, DK, EE, ES , FI, FR, GB , GR, 

PL, PT, RO, SE, SI, SK, TR, BF, BJ, CF, 

GW, ML, MR, NE, SN, TD, TG, BF, BJ, CF, 

GW, ML, MR, NE, SN, TD, TG 

: - US 2003-451942P 

WO 2004-US6736 



YU, ZA, ZM, ZW 

ZM, ZW, AM, AZ, 

CZ, DE, DK, EE, 

PT, RO, SE, SI, 

ML, MR, NE, SN, 

ML, MR, NE, SN, 

20040304 

AZ, BA, BB, BG, 

CO, CO, CR, CR, 

EE, EE, EG, ES, 

HU, ID, IL, IN, 

KZ, KZ, KZ, LC, 

MN, MW, MX, MX, 

ZM, ZW, AT, BE, 

HU, IE, IT, LU, 

CG, CI, CM, GA, 

CG, CI, CM, GA, 

P 20030304 
A 20040304 



L15 ANSWER 5 OF 241 HCAPLUS COPYRIGHT 2 004 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 :449884 HCAPLUS 
140:420388 

Binary prediction tree modeling with many predictors 

and its uses in clinical and genomic applications 

Nevins, Joseph R.; West, Mike; Huang, Andrew T. 

Duke University, USA 

PCT Int. Appl., 886 pp. 

CODEN: PIXXD2 

Patent 

English 

5 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



2004038376 




A2 




20040506 




WO 2003- 


XB33946 




20031024 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


GR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 
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2004108651 EMBASE 

14-3 -3p Binds to Big Mitogen-activated Protein 
Kinase 1 (BMK1/ERK5) and Regulates BMK1 Function. 
Zheng Q. ; Yin G.; Yan C. ; Cavet M. ; Berk B.C. 
B.C. Berk, Center for Cardiovascular Research, University 
of Rochester, Box 679, 601 Elmwood Ave., Rochester, NY 
14642, United States, bradford_berk@urmc.rochester.edu 
Journal of Biological Chemistry, (5 Mar 2004) 279/10 
(8787-8791) . 
Refs: 21 

ISSN: 0021-9258 CODEN : JBCHA3 
United States 
Journal; Article 
029 Clinical Biochemistry 

English 
English 

Big mitogen-activated kinase 1 (BMK1/ERK5) is a member of the 
MAPK family activated by growth factors that mediates cell growth and 
survival . Previous data show that BMK1 can be activated by steady laminar 
flow and is atheroprotective by preventing endothelial cells from 
undergoing apoptosis. The primary structure of BMK1 is distinct from other 
MAPK members by virtue of a unique long C-tail, suggesting specific 
mechanisms of regulation. To characterize regulatory mechanisms for BMK1 
function, we identified binding proteins by yeast two-hybrid analysis. 
Among these proteins, the scaffolding protein 14-3-3 was identified. BMK1 
bound to 14.3-3P in vitro and in vivo as demonstrated by glutathione 
S-transf erase (GST) -14 -3 -3p fusion protein pull-down assays and 
coimmunoprecipitation. Phosphorylation of BMK1 was most likely required 
for this interaction. GST-14-3-3P pull-down assays using truncated 
constructs of BMK1 and site-directed BMK1 mutants demonstrated that the 
interaction requires serine 486 within the C terminus of BMK1 . 
BMK1 bound to 14-3 -3p basally, and the interaction was greatly 
abrogated when BMK1 was activated. The interaction of 14-3 -3p and 
BMK1 inhibited kinase activities stimulated by constitutively 
active (CA) -MEK5 and epidermal growth factor. Mutation of serine 
486 (BMK1-S486A) prevented the interaction with 14-3 -3p and enhanced 



BMK1 activity upon epidermal growth factor stimulation. These data 
demonstrate an inhibitory function for 14.3.3P binding to BMK1 and 
show that serine 4 86 phosphorylation represents a novel 
regulatory mechanism for BMK1 . 
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GIT1 Functions asa as a Scaffold for MEKl-Extracellular 
Signal -Regulated Kinase 1 and 2 Activation by 
Angiotensin II and Epidermal Growth Factor. 
Yin G.; Haendeler J.; Yan C; Berk B.C. 

B.C. Berk, Center for Cardiovascular Research, University 
of Rochester, 601 Elmwood Ave., Rochester, NY 14642, United 
States . bradf ord_berk@urmc . rochester . edu 
Molecular and Cellular Biology, (2004) 24/2 (875-885). 
Refs: 53^ 
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United States 
Journal; Article 
029 Clinical Biochemistry 

English 
English 

Activation of the mitogen-activated protein kinase pathway 
represented by extracellular signal -regulated kinases 
(ERK1/2) (ERKI/2) and activation of the upstream kinase 

(MEK1) (MEKI) are critical events for growth factor signal transduction. 
c-Src has been proposed asa as a common mediator for these signals in 
response to both G protein-coupled receptors (GPCRs) (GPCRS) and tyrosine 
kinase-coupled receptors (TKRs) . Here we show that the GPCR 
kinase-interacting protein 1 (GIT1) I (GITI) is a substrate for 
c-Src Sre that associates with MEKI MEKI in vascular smooth-muscle cells 
and human embryonic iddney kidney 2 93 cells. GITI GITI binding 
via coiled-coil domains anda and a Spa2 homology domain is required for 
sustained activation of MEK1-ERK1/2 MEKI-ERKl/2 after stimulation with 
angiotensin II 11 and epidermal growth factor. We propose that GITI GITI 
serves asa as a scaffold protein to facilitate c-Src -dependent activation 
of MEKI MEKI -ERKl/2 in response to both GPCRs and TKRs TKRS. 
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May 2003; US 2002-377592 6 May 2002 
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WPI: 2004-166978 [16] 
DERWENT ABSTRACT: 
NOVELTY - An isolated human kinase peptide (I) that 
is related to serine/ threonine kinase 

subfamily, consisting or comprising a fully defined sequence of 318 amino 
acids (S2) as given in the specification, or its fragment comprising 10 
contiguous amino acids, or an amino acid sequence of an allelic variant 
or ortholog of the amino acid sequence of (S2), is new. 



DETAILED DESCRIPTION - An isolated human kinase 
peptide (I) that is related to serine/ threonine 

kinase subfamily, consisting or comprising: (a) a fully defined 
sequence of 318 amino acids (S2) as given in the specification, or its 
fragment comprising 10 contiguous amino acids; (b) an amino acid sequence 
of an allelic variant or ortholog of the amino acid sequence of (S2) , 
where the allelic variant or ortholog is encoded by a nucleic acid 
molecule that hybridizes under stringent conditions to the opposite 
strand of a nucleic acid molecule having a fully defined sequence of 957 

(51) (a cDNA molecule) or 105413 (genomic sequence) nucleotides (S3) as 
given in the specification; or (c) a fragment of an amino acid sequence 
of (S2), comprising 10 contiguous amino acids. The isolated human 
kinase peptide variant has an amino acid sequence that shares 70% 
homology with (S2) . INDEPENDENT CLAIMS are also included for the 
following: (1) an isolated antibody (II) that selectively binds to (I) 
comprising the amino acid sequence of (S2) , its allelic variant or 
ortholog, or fragment; (2) an isolated nucleic acid molecule (III) 
consisting or comprising of a nucleotide sequence that encodes (I) or a 
nucleotide sequence that is complement of the nucleotide sequence 
encoding (I) , where allelic variant of (III) encoding a human 

kinase peptide shares at least 80% homology with (SI) or (S3); 
(3) a gene chip comprising (III) that comprises a nucleotide sequence 
encoding (I) , or its complement; (4) a transgenic non-human 
animal comprising (III) that comprises a nucleotide sequence encoding 

(I) , or its complement; (5) a nucleic acid vector (IV) comprising (III) 
that comprises a nucleotide sequence encoding (I) , or its complement; (6) 
a host cell comprising (IV) ; (7) preparation of (I) ; (8) detecting the 
presence of (I) in a sample involves contacting the sample with a 
detection agent that specifically allows detection of the presence of the 
peptide in the sample; (9) detecting the presence of (III) in a sample 
involves contacting the sample with an oligonucleotide that hybridizes to 
the nucleic acid molecule under stringent conditions and determining 
whether an oligonucleotide binds to the nucleic acid molecule in the 
sample; and (10) a pharmaceutical composition (V) comprising an agent 
that binds to (I) , and identified using (I) (comprising a sequence of 

(52) , its allelic variant or ortholog or fragment), and a carrier; and 

(II) a method for identifying a modulator of a human 

kinase peptide, comprising administering the agent to a host cell 
comprising an expression vector that expresses the peptide, optionally 
involves contacting a cell expressing the peptide with an agent, and 
determining if the agent has modulated the expression of the peptide. 

WIDER DISCLOSURE - The following are disclosed: (1) chimeric or 
fusion proteins comprising (I) ; (2) agents identified using screening 
methods involving (I); (3) non-coding fragments of a nucleic acid 
molecule having a sequence of (SI) or (S3) ; (4) kit comprising (II) for 
detecting (I) comprising an amino acid sequence of (S2) , its allelic 
variant or ortholog or fragment; (5) kits for detecting the presence of 
nucleic acid encoding kinase peptide in a biological sample; 
(6) analogs or derivatives of (I) ,- and (7) compartmentalized kits 
comprising necessary reagents for carrying out the above mentioned 
assays . 

BIOTECHNOLOGY - Preparation: (I) is prepared by standard recombinant 
techniques (claimed) . Preferred Molecules: The allelic variants of (I) 
and (III) preferably share 90% homology with (S2) , and (SI) or (S3), 
respectively. 

ACTIVITY - None given. 

MECHANISM OF ACTION - Gene therapy; (I) expression or activity 
modulator. No supporting biological data is given. 

USE - (I) comprising an amino acid sequence of (S2) , its allelic 
variant or ortholog or fragment, is useful for identifying a modulator of 
a human kinase peptide. (I) comprising an amino acid 

sequence of (S2) , its allelic variant or ortholog or fragment is also 
useful for identifying an agent that binds to it. (V) is useful for 
treating a disease or condition mediated by human 



kinase peptide (all claimed) . (I) and (III) can be used as models 
for the development of human therapeutic targets, aid in the 
identification of therapeutic proteins and serve as targets for the 
development of human therapeutic agents that modulate 
kinase activity in cells and tissue that express the 
kinase. (I) and (III) can be used as a query sequence to perform 
a search against sequence databases to, identify other family members or 
related sequences. (I) is used to raise antibodies or to elicit another 
immune response, as a reagent in assays designed to quantitatively 
determine levels of the protein in biological fluids, and as markers for 
tissues in which the corresponding protein is preferentially expressed. 
(II) is useful for isolating (I) , purifying (I) , and to assess expression 
of (I) in active stages of a disease, or in an individual with a 
predisposition towards disease related to the protein's function. The 
antibodies are also useful for assessing normal and aberrant subcellular 
localization of cells in various tissues in an organism, in 
pharmacogenomic analysis, for tissue typing and for inhibiting protein 
function. (Ill) is useful as probes, primers, chemical intermediates and 
in biological assays. The nucleic acid molecules are useful for 
constructing recombinant vectors, host cells and transgenic animals, and 
for designing ribozymes . The nucleic acids are also useful in drug 
screening assays and as a target for treatment by the compounds 
identified through drug screening. The nucleic acid molecules are also 
useful for monitoring effectiveness of modulating compounds on the 
expression or activity of kinase gene in clinical trials or in 
treatment regimen, and for testing an individual for a genotype that 
while not necessarily causing the disease nevertheless affects the 
treatment modality. The nucleic acid molecules are also useful in 
diagnostic assays for qualitative changes in expression of nucleic acid 
encoding kinase and particularly in qualitative changes that 
lead to pathology. The nucleic acid molecules can be used to detect 
mutations in genes encoding kinases and gene expression 
products such as mRNA. Detection of mutated form of gene encoding 
kinase associated with a dysfunction provides a diagnostic tool 
for a active disease or susceptibility to disease which results from 
overexpression, underexpression or altered expression of kinase 
protein. (Ill) also provides vectors for gene therapy in patients with 
aberrant expression of gene encoding kinase. 
EXAMPLE - None given. (12 8 pages) 
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TITLE: New peptides related to serine/ threonine 

protein kinase subfamily, useful for treating 
disorders associated with abnormal expression of 
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recombinant protein production and sense and antisense 
sequence use in gene therapy 
AUTHOR: BEASLEY E M; YE J; YAN C; KETCHUM K A; DI FRANCESCO 

V 

PATENT ASSIGNEE: PE CORP NY 

PATENT INFO: WO 2002059288 1 Aug 2002 

APPLICATION INFO: WO 2002-US930 15 Jan 2002 

PRIORITY INFO: US 2001-819607 29 Mar 2001; US 2001-263162 23 Jan 2001 

DOCUMENT TYPE: Patent 
LANGUAGE: . English 

OTHER SOURCE: WPI : 2002-599781 [64] 

AB DERWENT ABSTRACT: 

NOVELTY - Isolated peptide (I) comprising: (a) a fully defined sequence 
of 369 amino acids (PI) , given in the specification; (b) an allelic 
variant or ortholog of (PI) encoded by a nucleic acid molecule that 
hybridizes under stringent conditions to the opposite strand of the 
nucleic acid molecule comprising a fully defined sequence of 1864 (SI) or 



25603 (S2) bp, given in the specification; or (c) a fragment of (PI) 
comprising at least 10 contiguous amino acids, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: (1) 
an isolated antibody that selectively binds to (I) / (2) an isolated 
nucleic acid molecule (II) comprising a sequence encoding (I) , or its 
complement; (3) a gene chip comprising (II) ; (4) a transgenic non- 
human animal comprising (II) ; (5) a nucleic acid vector 
comprising (II) ; (6) a host cell containing the vector; (7) producing 
(I) , comprising: (a) introducing a nucleotide sequence encoding the amino 
acid sequence of (I) into a host cell; and (b) culturing the host cell 
under conditions suitable for the expression of the peptide from the 
nucleotide sequence; (8) detecting the presence of (I) in a sample, 
comprising contacting the sample with a detection agent that specifically 
allows detection of the presence of the peptide in the sample then 
detecting the presence of the peptide; (9) detecting the presence of (II) 
in a sample, comprising: (a) contacting the sample with an 
oligonucleotide that hybridizes to (II) under stringent conditions; and 
(b) determining whether the oligonucleotide binds to (II) in the sample; 
(10) identifying a modulator of (I) or its expression, comprising 
contacting (I) or a cell expressing (I) with an agent and determining if 
the agent modulated the function or activity, or expression of the 
peptide; (11) identifying an agent that binds to (I) , comprising 
contacting the peptide with an agent and assaying the contacted mixture 
to determine whether a complex is formed with the agent bound to the 
peptide; (12) a pharmaceutical composition comprising the agent and a 
carrier; (13) treating a disease or condition mediated by human 
kinase protein, comprising administering to a patient the agent; 
(14) an isolated human kinase peptide comprising a 

sequence that is at least 70% identical to a (PI) ; (15) an isolated 

nucleic acid molecule encoding a human kinase 

peptide, which is at least 80% identical to (SI) or (S2) . 

BIOTECHNOLOGY - Preferred Method: Identifying a modulator of (I) 
comprises administration of the agent to a host cell containing the 
vector that expresses (I) . Preferred Peptide: The human 
kinase peptide is preferably 90% identical to (PI) . Preferred 
Nucleic Acid: The nucleic acid molecule in (15) is preferably 90% 
identical to (SI) or (S2) . 

ACTIVITY - Cytostatic. No suitable data given. 

MECHANISM OF ACTION - Protein kinase; Gene therapy. 

USE - (I) are useful in substantial and specific assays related to 
functional information of the peptide sequences, to raise antibodies or 
to elicit immune response, as reagents in assays to determine the levels 
of protein in biological fluids, and as markers for tissues where the 
corresponding protein is expressed. The peptides and antibodies are 
useful in drug screening assays, tissue typing and pharmacogenomic 
analysis. They are also useful in treating disorders associated with the 
absence of, inappropriate, or unwanted expression of kinase 
protein in prostate, lungs or brain. The nucleic acid molecules are 
useful for probes, primers and chemical intermediates in biological 
assays, for constructing recombinant vectors, expressing antigenic 
portions of the protein. The peptide and nucleic acid sequences are 
useful as models for the development of human therapeutic 
targets, aid in the identification of therapeutic proteins and serve as 
targets for the development of human therapeutic agents that 
modulate kinase activity in cells and tissues that express the 
kinase. The host cells are useful in producing a kinase 
protein or peptide, and non-human transgenic animals. 

EXAMPLE - No suitable example given. (86 pages) 
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therapeutic targets and serves as targets for developing 
human therapeutic agents; 

antibody, DNA chip, transgenic animal generation, fusion 
protein, drug screening, DNA probe, DNA primer and 
ribozyme, useful for gene therapy, diagnosis, 
pharmacogenomics analysis, clinical trial and expression 
profiling 

WEBSTER M; LI Z; KETCHUM K A; DI FRANCESCO V; 
BEASLEY E M 
APPLERA CORP 
WO 2002018553 7 Mar 2002 
WO 2000-US26260 31 Aug 2000 
US 2001-797908 5 Mar 2001 
Patent 
English 

WPI: 2002-304251 [34] 
DERWENT ABSTRACT: 
NOVELTY - An isolated human kinase protein (I) that 
is related to serine/ threonine kinase 

subfamily, consisting of or comprising a fully defined 328 (S2) or 135 
(S5) amino acid sequence given in the specification, or its fragment 
comprising 10 contiguous amino acids, or an amino acid sequence of an 
allelic variant or ortholog of the amino acid sequence of (S2) or (S5) , 
is new. 

DETAILED DESCRIPTION - (I) consists or comprises of: an amino acid 
sequence of (S2) or (S5) ; an amino acid sequence of an allelic variant or 
an ortholog of (S2) or (S5) , where the allelic variant or ortholog is 
encoded by a nucleic acid molecule that hybridizes under stringent 
conditions to the opposite strand of a nucleic acid molecule having a 
fully defined 990 (SI) or 408 nucleotide (S3) sequence given in the 
specification; a fragment of an amino acid sequence of (S2) or (S5) , 
comprising 10 contiguous amino acids. The isolated human 
kinase variant has an amino acid sequence that shares 7 0% 

homology with (S2) or (S5) . INDEPENDENT CLAIMS are also included for the 
following: (1) an isolated antibody (II) that selectively binds to (I) 
comprising the amino acid sequence of (S2) or (S5) , its allelic variant 
or ortholog, or fragment; (2) an isolated nucleic acid molecule (III) 
consisting or comprising of a nucleotide sequence that encodes (I) or a 
nucleotide sequence that is a complement of the nucleotide sequence 
encoding (I) , where the allelic variant of (III) encoding a human 
kinase peptide shares at least 80% homology with (SI) or (S3) ; 
(3) a gene chip comprising (III) that comprises a nucleotide sequence 
encoding (I) , or its complement; (4) a transgenic non-human 
animal comprising (III) that comprises a nucleotide sequence encoding 
(I) , or its complement; (5) a nucleic acid vector (IV) comprising (III) 
that comprises a nucleotide sequence encoding (I), or its complement; (6) 
a host cell comprising (IV) ; (7) preparation of (I) ; (8) detecting the 
presence of (I) in a sample involves contacting the sample with a 
detection agent that specifically allows detection of the presence of the 
peptide in the sample; (9) detecting the presence of (III) in a sample 
involves contacting the sample with an oligonucleotide that hybridizes to 
the nucleic acid molecule under stringent conditions and determining 
whether an oligonucleotide binds to the nucleic acid molecule in the 
sample; and (10) a pharmaceutical composition (V) comprising an agent 
that binds to (I) , and was identified using (I) (comprising a sequence of 
(S2) or (S5) , its allelic variant or ortholog or fragment) , and a 
carrier. 

WIDER DISCLOSURE - Disclosed are: (a) chimeric or fusion proteins 
comprising (I) ; (b) agents identified using screening methods involving 
(I) ; (c) non-coding fragments of a nucleic acid molecule having a 
sequence of (SI) or (S3) ; (d) a kit comprising (II) for detecting (I) 
comprising an amino acid sequence of (S2) or (S5) , its allelic variant or 
ortholog or fragment; (e) kits for detecting the presence of 
kinase nucleic acid in a biological sample; (f) analogs or 



derivatives of (I) ; and (g) compartmentalized kits comprising necessary- 
reagents for carrying out the above mentioned assays. 

BIOTECHNOLOGY - Preparation: (I) is prepared by standard recombinant 
techniques (claimed). Preferred Molecules: The allelic variants of (I) 
and (III) preferably share 90% homology with (S2) or (S5) , and (SI) or 
(S3) , respectively. 

ACTIVITY - None given. 

MECHANISM OF ACTION - Gene therapy; (I) expression or activity 
modulator. No suitable data given. 

USE - (I) comprising an amino acid sequence of (S2) or (S5) , its 
allelic variant or ortholog or fragment, is useful for identifying a 
modulator of a human kinase protein; preferably, the 

agent is administered to a host cell comprising an expression vector that 
expresses the peptide. The method optionally involves contacting a cell 
expressing the peptide with an agent and determining if the agent has 
modulated the expression of the peptide. (I) comprising an amino acid 
sequence of (S2) or (S5) , its allelic variant or ortholog or fragment is 
also useful for identifying an agent that binds to it. (V) is useful for 
treating a disease or condition mediated by human 

kinase protein (all claimed) . (I) and (III) can be used as models 

for the development of human therapeutic targets, aid in the 

identification of therapeutic proteins and serve as targets for the 

development of human therapeutic agents that modulate 

kinase activity in cells and tissue that express the 

kinase. (I) and (III) can be used as a query sequence to perform. 

a search against sequence databases to, identify other family members or 

related sequences. (I) is used to raise antibodies or to elicit another 

immune response, as a reagent in assays designed to quantitatively 

determine levels of the protein in biological fluids, and as markers for 

tissues in which the corresponding protein is preferentially expressed. 

The kinases isolated from humans and their 

human /mammalian orthologs serve as targets for identifying agents 
for use in mammalian therapeutic applications, and biological assays 
related to kinases that are related to members of the 
serine/ threonine kinase subfamily. The 

proteins can also be used in screening assays to screen a compound for 
its ability to stimulate or inhibit interaction between kinase 
protein and a molecule that normally interacts with the kinase 
protein. The proteins also provide a target for diagnosing a disease or 
predisposition to disease mediated by the peptide, and in pharmacogenomic 
analysis. The peptides are also useful for treating a disorder 
characterized by absence of, inappropriate or unwanted expression of the 
protein. (II) is useful for isolating (I), purifying (I), and to assess 
expression of (I) in active stages of a disease, or in an individual with 
a predisposition towards disease related to the protein's function. The 
antibodies are also useful for assessing normal and aberrant subcellular 
localization of cells in various tissues in an organism, in 
pharmacogenomic analysis, for tissue typing and for inhibiting protein 
function. (Ill) is useful as probes, primers, chemical intermediates and 
in biological assays. The nucleic acid molecules are useful for 
constructing recombinant vectors, host cells and transgenic animals, and 
for designing ribozymes . The nucleic acids are also useful in drug 
screening assays and as a target for treatment by the compounds 
identified through drug screening. The nucleic acid molecules are also 
useful for monitoring effectiveness of modulating compounds on the 
expression or activity of the kinase gene in clinical trials or 
in a treatment regimen, and for testing an individual for a genotype that 
while not necessarily causing the disease nevertheless affects the 
treatment modality. The nucleic acid molecules are also. useful in 
diagnostic assays for qualitative changes in kinase nucleic 
acid expression and particularly in qualitative changes that lead to 
pathology. The nucleic acid molecules can be used to detect mutations in 
kinase genes and gene expression products such as mRNA. Detection 
of a mutated form of the kinase gene associated with a 



dysfunction provides a diagnostic tool for active disease or 
susceptibility to disease which results from overexpression, 
underexpression or altered expression of the kinase protein. 
(Ill) also provides vectors for gene therapy in patients with aberrant 
kinase gene expression. 

ADMINISTRATION - No details given. 

EXAMPLE - None given. (65 pages) 
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TITLE: An isolated LIM domain kinase polypeptide useful as 

a model for developing human therapeutic targets, 
to aid in identification of therapeutics and to serve as 
targets for developing kinase activity modulators 
in cells, - 

recombinant enzyme protein production for use in disease 

therapy and diagnosis 
AUTHOR: YAN C; KETCHUM K A; DI FRANCESCO V; BEASLEY E M 

PATENT ASSIGNEE: PE CORP NY 
PATENT INFO: US 6403353 11 Jun 2002 

APPLICATION INFO: US 2001-978197 22 Mar 2001 
PRIORITY INFO: US 2001-978197 17 Oct 2001 

DOCUMENT TYPE: Patent 
LANGUAGE : Eng 1 i s h 

OTHER SOURCE: WPI : 2002-536038 [57] 

AB DERWENT ABSTRACT: 

NOVELTY - An isolated LIM domain kinase (LIMK) polypeptide (I) 
having a fully defined sequence of 255 amino acids as given in 
specification, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for a 
composition comprising (I) and a carrier. 

BIOTECHNOLOGY - Preparation: (I) is prepared by standard recombinant 
techniques . 

ACTIVITY - None given. 

MECHANISM OF ACTION - None given. 

USE - (I) can be used as a model for the development of 
human therapeutic targets, aid in the identification of 
therapeutic proteins and serve as targets for the development of 
human therapeutic agents that modulate kinase activity 
in cells and tissue that express the kinase. (I) can be used as 
a query sequence to perform a search against sequence databases to, 
identify other family members or related sequences. (I) is used to raise 
antibodies or to elicit another immune response, as a reagent in assays 
designed to quantitatively determine levels of the protein in biological 
fluids, and as markers for tissues in which the corresponding protein is 
preferentially expressed. The kinase proteins isolated from 
humans and their human/mammalian orthologs serve as 
targets for identifying agents for use in mammalian therapeutic 
applications, and biological assays related to kinase proteins 
that are related to members of the serine/ threonine 

subfamily. The proteins can also be used in screening assays to screen a 
compound for its ability to stimulate or inhibit interaction between 
kinase protein and a molecule that normally interacts with the 
kinase protein. The proteins also provide a target for diagnosing 
a disease or predisposition to disease mediated by the peptide, and in 
pharmacogenomic analysis. The peptides are also useful for treating a 
disorder characterized by absence of, inappropriate or unwanted 
expression of the protein. The proteins are useful in drug screening 
assays; end point assays to identify compounds that modulate 
kinase activity; in competition binding assays in methods 
designed to discover compounds that interact with the kinase; 
as a target for diagnosing active protein activity, disease or 
predisposition to disease in a patient with the variant peptide, 
particularly activities and conditions that are known for other members 



of the serine/ threonine kinase subfamily 
proteins. 

ADMINISTRATION - No details given. 

EXAMPLE - No preparative example given. (82 pages) 
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TITLE: Nucleic acid molecules encoding calcium/calmodulin-dependent 

protein kinases, useful for preventing diagnosing 
and treating e.g. cancers, psoriasis and inf lammation; 

recombinant protein production by vector-mediated gene 
transfer and expression in host cell, useful for gene 
therapy 

AUTHOR: YE J; YAN C; DI FRANCESCO V; BEASLEY E M 

PATENT ASSIGNEE: PE CORP NY 

PATENT INFO: US 6387677 14 May 2002 

APPLICATION INFO: US 2001-800960 8 Mar 2001 

PRIORITY INFO: US 2001-800960 8 Mar 2001 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

OTHER SOURCE: WPI : 2002-478444 [51] 

AB DERWENT ABSTRACT: 

NOVELTY - An isolated nucleic acid molecule (I) encoding a 

calcium/calmodulin-dependent protein kinase, is new. 

DETAILED DESCRIPTION - An isolated nucleic acid molecule (I) 

encoding a calcium/calmodulin-dependent protein kinase, 

comprising a nucleotide sequence selected from: (a) a nucleotide sequence 
that encodes a protein comprising a fully defined 565 amino acid sequence 
(Al) given in the specification; (b) a nucleotide sequence comprising the 
fully defined 2061 nucleotide sequence (Nl) given in the specification 
((Nl) is a complementary deoxyribonucleic acid (cDNA) encoding the 
kinase) ; and/or (c) a nucleotide sequence comprising the defined 
62804 nucleotide sequence (N2) given in the specification ( (N2) is a 
genomic sequence that spans the gene encoding the kinase 
protein) . INDEPENDENT CLAIMS are also included for: (1) a nucleic acid 
vector (II) comprising (I); (2) a host cell (III) containing the vector 

(II) ; (3) producing (IV) a polypeptide comprising (Al) , comprising 
culturing the host cell (III) under conditions sufficient for the 
production of said polypeptide, and recovering said polypeptide from the 
host cell culture; and (4) an isolated nucleic acid molecule (I') 
comprising a nucleotide sequence that is completely complementary to (I) . 

BIOTECHNOLOGY - Preferred Vectors: The vector (II) is a plasmid, 
virus or bacteriophage. (I) is inserted into the vector in proper 
orientation and correct reading frame so that the protein of (Al) may be 
expressed by a cell transformed with the vector. The isolated nucleic 
acid molecule may be operatively linked to a promoter sequence. 
Preparation: (I) and the protein it encodes may be produced via standard 
recombinant and synthetic methodologies e.g. by culturing (IV) the cell 

(III) (claimed) . 

ACTIVITY - Cytostatic; Anti- inflammatory; Anti -arteriosclerotic ; 
Anti-psoriatic . No biological data given. 

MECHANISM OF ACTION - Gene therapy; Protein therapy; Vaccine; 
Enzymatic (calcium/calmodulin-dependent protein kinase) . The 
gene (I) and encoded protein are related to the family of 
calcium/calmodulin-dependent protein kinases, which are 
serine/ threonine kinases. The protein shows a 

particularly high degree of similarity to calcium/calmodulin-dependent 
protein kinase II (CaM II) . CaM II is comprised of alpha, beta, 
gamma, and delta subunits . Each subunit is encoded by a separate gene and 
alternatively splice forms of each subunit have been found (Breen et al . , 
Biochem. Biophys . Res. Commun. 236 (2) , 473-478 (1997)). CaM II exerts 
important effects on hormones and neurotransmitters that utilize calcium 
as a second messenger. Beta-cell CaM II activity is associated with 
insulin secretion, and multiple isoforms of CaM II are expressed in 



human islets of Langerhans (Breen et al . , Biochem. Biophys . Res. 
Commun. 236 (2), 473-478 (1997)). It has been suggested that CaM II 
controls activation- induced cellular differentiation, and is important 
for imparting antigen-dependent memory to T cells (Bui et al . , Cell 100: 
457-467, 2000) . 

USE - These polynucleotide sequences (I) and the peptides they 
encode can be used as models for the development of human 
therapeutic targets, aid in the identification of therapeutic proteins, 
and serve as targets for the development of human therapeutic 
agents that modulate kinase activity in cells and tissues that 
express the kinase. The calcium/calmodulin-dependent protein 
kinase encoded by (I) is expressed in humans in the 
placenta, breast cancers (including mammary adenocarcinoma) , skin 
melanotic melanomas, ovary adenocarcinomas, uterus leiomyosarcomas, 
Burkitt's lymphomas (lymph), duodenal adenocarcinomas (small intestine), 
and fetal brain tumors and in disease conditions including inflammation, 
arteriosclerosis, and psoriasis (claimed) . 

ADMINISTRATION - Standard methodologies. 

ADVANTAGE - Kinase proteins, particularly members of the 
calcium/calmodulin-dependent protein kinase subfamily, are a 
major target for drug action and development. Accordingly, it is valuable 
to the field of pharmaceutical development to identify and characterize 
previously unknown members of this subfamily of kinase 
proteins. (I) Encodes a previously unidentified human 
kinase protein that has homology to members of the 
calcium/calmodulin-dependent protein kinase subfamily. 

EXAMPLE - No suitable example given. (85 pages) 
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AB The invention provides protein, cDNA and genomic sequences for a novel 
human protein kinase related to serine/ 

threonine kinase. Specifically, a virtual northern blot 
shows serine/ threonine kinase gene 

expression in brain (neuroblastoma) , lung (small cell carcinoma) , muscle 
(rhabdomyosarcoma) , lymph (Burkitt lymphoma) , ovary tumor, placenta 
(normal and choriocarcinoma), colon (normal, adenocarcinoma, and colon 
tumor) , kidney (renal cell adenocarcinoma) , breast, cervix (carcinoma) , 
uterus tumor, pancreas (pancreatic islet) , a pooled colon/kidney/ stomach 
sample, and a pooled pancreas/spleen sample. Twenty eight single 
nucleotide polymorphism has been found on serine/ 
threonine kinase gene that has been mapped to chromosome 
11. The invention also relates to screening modulator of serine 
/threonine kinase and their uses in therapy. The 

invention further relates to methods, vector and hosts for expression of 
serine/ threonine kinase. 
REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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BACKGROUND: The human Bcr gene was originally identified by its 
presence in the chimeric Bcr/Abl oncogene, which is causative for chronic 
myeloblastic leukemia. Because Bcr encodes a serine/ 
threonine protein kinase, we studied its kinase 

activity and determined the role of Bcr in the PDGF signaling pathway to 
ERKl/2 activation and DNA synthesis in rat aortic smooth muscle cells 
(RASMCs) . METHODS AND RESULTS: In RASMCs , platelet -derived growth 
factor-BB (PDGF) stimulated Bcr kinase activity, with a maximum 
at 1 minute. Because phosphatidylinositol 3 1 -kinase (PI3-K) is 
essential for Bcr/Abl leukemogenesis , we evaluated the role of mouse 
PDGF-beta-receptor binding sites for PI3-K (Y708, Y719) and for 
phospholipase C-gamma (Y977, Y989) in PDGF-mediated Bcr kinase 
activation. The mutant PDGF receptor Y708F/Y719F but not Y977F/Y989F 
showed significantly reduced Bcr kinase activity. To determine 
the role of Bcr in PDGF-mediated signal transduction events leading to 
ERKl/2 and its downstream Elkl transcription activation, wild-type (WT) 
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AB 



and kinase-negative (KN) Bcr were transiently expressed in 

RASMCs. Bcr WT enhanced, whereas Bcr KN inhibited, PDGF-stimulated ERK1/2 
and Elkl transcriptional activity. Overexpression of Bcr also enhanced 
PDGF-induced Ras/Raf-1 activity and DNA synthesis, but this regulation is 
independent of the kinase activity of Bcr. Finally, we found 
that Bcr expression was increased in the neointimal layer after balloon 
injury of rat carotid artery. CONCLUSIONS: These results demonstrated the 
importance of Bcr in PDGF-mediated events, such as activation of Ras, 
Raf-1, ERK1/2, and Elkl, and stimulation of DNA synthesis. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Background-The human Bcr gene was originally identified by 
its presence in the chimeric Bcr/Abl oncogene, which is causative for 
chronic myeloblastic leukemia. Because Bcr encodes a serine/ 
threonine protein kinase, we studied its kinase 

activity and determined the role of Bcr in the PDGF signaling pathway to 
ERK1/2 activation and DNA synthesis in rat aortic smooth muscle cells 
(RASMCs) . 

Methods and Results-In RASMCs, platelet -derived growth factor-BB (PDGF) 
stimulated Bcr kinase activity, with a maximum at 1 minute. 
Because phosphatidylinositol 3 1 -kinase (P13-K) is essential 
for Bcr/Abl leukemogenesis , we evaluated the role of mouse PDGF-beta 
-receptor binding sites for P13-K (Y708, Y719) and for phospholipase 
C-gamma (Y977, Y989) in PDGF-mediated Bcr kinase activation. The 
mutant PDGF receptor Y708F/Y719F but not Y977F/Y989F showed significantly 
reduced Bcr kinase activity. To determine the role of Bcr in 
PDGF-mediated signal transduction events leading to ERKl/2 and its 
downstream Elkl transcription activation, wild-type (WT) and 
kinase-negative (KN) Bcr were transiently expressed in RASMCs. Bcr 
WT enhanced, whereas Bcr KN inhibited, PDGF-stimulated ERKl/2 and Elkl 
transcriptional activity. Overexpression of Bcr also enhanced PDGF-induced 
Ras/Raf-1 activity and DNA synthesis, but this regulation is independent 
of the kinase activity of Ben Finally, we found that Bcr 

expression was increased in the neointimal layer after balloon injury of 
rat carotid artery. 

Conclusions -These results demonstrated the importance of Bcr in 
PDGF-mediated events, such as activation of Ras, Raf-1, ERKl/2, and Elkl, 
and stimulation of DNA synthesis. 
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AB Thyroid transcription factor 1 (TTF-1) is a homeodomain- containing nuclear 
transcription factor expressed in epithelial cells of the lung and 
thyroid. TTF-1 binds to and activates the transcription of genes 
expressed selectively in the respiratory epithelium including pulmonary 
surfactant A, B, C and Clara cell secretory protein. Transfection with a 
plasmid encoding the cyclic AMP-dependent protein kinase 
(protein kinase A; PKA) catalytic subunit, Cat-beta, stimulated 
the phosphorylation of a TTF-l-flag fusion protein 6-7-fold in H441 
pulmonary adenocarcinoma cells. Recombinant TTF-1 was phosphorylated by 
purified PKA catalytic subunit in the presence of [gamma- 3 2P] ATP . PKA 
catalytic subunit family members, Cat-alpha and Cat-beta, markedly 
enhanced the transcriptional activation of surfactant B gene promoters by 
TTF-1 in vitro. Peptide mapping was used to identify a PKA 
phosphorylation site at the NH2 terminus of TTF-1. A 17-amino acid 
synthetic peptide comprising this site completely inhibited the 
PKA-dependent phosphorylation of TTF-1 in vitro. A substitution mutation 
of TTF-1 (Thr9 two head right arrow Ala) abolished phosphorylation by PKA 
and reduced transactivation of the surfactant B gene promoter. 
Transfection with a plasmid encoding the cAMP regulatory element binding 
factor inhibited transcriptional activity of the surfactant protein B gene 
promoter. Phosphorylation of TTF-1 mediates PKA-dependent activation of 
surfactant protein B gene transcription. 
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